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To: LISA A. HAILE
GRAY CARY WARE & FRIEDENRICH, LLP
4365 EXECUTIVE DRIVE, SUITE 1600
SAN DIEGO, CALIFORNIA 92121-2189
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NOTIFICATION OF TRANSMITTAL OF
INTERNATIONAL PRELIMINARY

RECEIVED EXAMINATION REPORT
NOV 2 7 2000 (PCT Rule 71.1)
GRAYCARY/GT PATEN]

Date of Mailing
(day/month/year)

20 NOV 2000

Applicant's or agent's file reference
UCSD1140WO

International application No.

IMPORTANT NOTIFICATION

International filing date (day/month/year) Priority Date (day/month/year)

PCT/US00/04663 23 FEBRUARY 2000 23 FEBRUARY 1999

Applicant
THE REGENTS OF THE UNIVERSITY OF CALIFORNIA

1.  The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the
international preliminary examination report and its annexes, if any, established on the international application.

2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication
to all the elected Offices.

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of
the report (but not of any annexes) and will transmit such translation to those Offices.

4. REMINDER

The applicant must enter the national phase before each elected Office by performing certain acts (filing
translations and paying national fees) within 30 months from the priority date (or later in some Offices)(Article
39(1))(see also the reminder sent by the International Bureau with Form PCT/IB/301).

Where a translation of the international application must be furnished to an elected Office, that translation must
contain a translation of any annexes to the international preliminary examination report. It is the applicant's
responsibility to prepare and furnish such translation directly to each elected Office concerned.

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the
PCT Applicant's Guide.

)
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Name and mailing address of the IPEA/US

Commissioner of Patents and Trademarks

Box PCT
Washington, D.C. 20231

Facsimile No. (703) 305-3230

Telephone No.

WILLIAM JARV

Authorized officer i EW

3) 308-1235
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PATENT COOPERATION TREATY °

PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT

(PCT Article 36 and Rule 70)

Applicant's or agent's file reference . . . .
FOR FURTHER ACTION See Notification of Transmittal of International
UCSD1140WO Preliminary Examination Report (Form PCT/IPEA/416)
International application No. International filing date (day/month/year) Priority date (day/month/year)
PCT/US00/04663 23 FEBRUARY 2000 23 FEBRUARY 1999

International Patent Classification (IPC) or national classification and IPC
IPC(7): A61K 31/70 and US CL.: 514/50, 49

Applicant
THE REGENTS OF THE UNIVERSITY OF CALIFORNIA

1. This international preliminary examination report has been prepared by this International Preliminary Examining
Authority and is transmitted to the applicant according to Article 36. '

2. This REPORT consists of a total of _& sheets.

@ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority.
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT).

These annexes consist of a total of z 2 sheets.

3. This report contains indications relating to the following items:

1 Basis of the report

11 D Priority
mn D Non-establishment of report with regard to novelty, inventive step or industrial applicability
v D Lack of unity of invention
v Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability;
citations and explanations supporting such statement
A\ D Certain documents cited
21 D Certain defects in the intemnational application
vl D Certain observations on the international application
Date of submission of the demand Date of completion of this report
21 SEPTEMBER 2000 30 OCTOBER 2000
N4 o>
Name and mailing address of the IPEA/US . Authorized officer, a
Commissioner of Patents and Trademarks fL
Box PCT
Washington, D.C. 20231 WILLIAM/IARVIS
Facsimile No.  (703) 305-3230 Telephone No.  (703) 308-1235

Form PCT/IPEA/409 (cover sheet) (July 1998)»
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International application No.
INTERNATIONAL PRELIMINARY EXAMINATION REPORT
PCT/US00/04663

I.  Basis of the report

1. With regard to the elements of the international application:*
the international application as originally filed

the description:
[x] Lis

pages , as originally filed
pages NONE , filed with the demand
pages NONE , filed with the letter of

the claims:
pages 20-25 , as originally filed
pages NONE , as amended (together with any statement) under Article 19
pages NONE . , filed with the demand
pages NONE , filed with the letter of

the drawings:
pages NONE , as originally filed
pages NONE , filed with the demand
pages NONE , filed with the letter of '

the sequence listing part of the description:

pages NONE , as originally filed
pages NONE , filed with the demand
pages NONE , filed with the letter of

2. With regard to the language, all the elements marked above were available or fumished to this Authority in the language in which
the intemational application was filed, unless otherwise indicated under this item.
These elements were available or fumnished to this Authority in the following language which is:

D the language of a translation furnished for the purposes of international search (under Rule 23.1(b)).
D the language of publication of the international application (under Rule 48.3(b)).

the language of the translation fumished for the purposes of international preliminary examination (under Rules 55.2 and/
or 55.3). '

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international
preliminary examination was carried out on the basis of the sequence listing:

contained in the international application in printed form.

filed together with the international application in computer readable form.
furnished subsequently to this Authorify in written form.

furnished subsequently to this Authority in computer readable form.

The statement that the subse(iuently furnished written sequence listing does not go beyond the disclosure in the
international application as filed has been fumished.

O O000gd

The statement that the information recorded in computer readable form is identical to the writen sequence listing has
been fumished.

4. The amendments have resulted in the cancellation of:

the description, bages NONE
the claims, Nos. NONE
the drawings, sheetstig _ NONE

5. D This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).**

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to
in this report as "originally filed” and are not annexed to this report since they do not contain amendments (Rules 70.16
and 70.17).

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed o this report.

Form PCT/IPEA/409 (Box I) (July 1998)«
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT

International application No.

PCT/US00/04663

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability;
citations and explanations supporting such statement

1. statement

Novelty (N) ' Claims
Claims
Inventive Step (IS) Claims
Claims
Industrial Applicability (IA) Claims
Claims

1-27 YES
NONE NO
1-27 YES
NONE NO
1-27 YES
NONE NO

2. citations and explanations (Rule 70.7)

Claims 1-27 meet the criteria set out in PCT Article 33(2)-(4), because the prior art does not teach or fairly. suggest
applicant's method for the treatment of a mitochondrial disorder. Furthermore, the claims clearly meet the criteria for
industrial applicability since the claimed invention clearly has utility to one skilled in the art.

Form PCT/IPEA/409 (Box V) (July 1998)»




- INTERNATIONAL SEARCH REPORT International application No.
PCT/US00/04663

A. CLASSIFICATION OF SUBJECT MATTER
IPC(7) :A61K 31/70
US CL :514/50, 49
According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbois)

U.S. : 514/50, 49

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the intemational search (name of data base and, where practicable, search terms used)

STN(REGISTRY, CA, BIOSIS, MEDLINE, DRUGU, EMBASE)
search terms: 2',3',5'-triacetyluridine, mitochondrial disorders (including those of claims 7-18 and 27)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y US 5,691,320 A (VON BORSTEL et al) 25 November 1997, see| 1-27NO
columns 3-20 and the claims in particular.

Y Database Derwent Drug File on STN, Derwent Information Ltd., | 1-27
No. 1994-49868, SCHWARTZ, G. et al, 'Oral triacetyluridine
(TAU) as a rescue agent for 5-fluorouracil (SFU): phase 1 and
pharmacological study,' abstract, Proc. Am. Soc. Clin. Oncol. (13,
30 Meet., 134), 1994,

D Further documents are listed in the continuation of Box C. D See patent family annex.

hd Special categories of cited documents: T later document published after the internauonal filing date or priority
- . L . date end not in conflict with the application but cited to understand
A document de‘(‘mmg the general state of the art which is not considered the principle or theory undeslying the invention
0 be of particular relevance
“E° earlier document published on or after the international filing date X document of particular relovance: the claimed invention cannot be
considered novel or cannot be considered to involve an invenuve step
"L document which may throw doubts on priority ¢laim(s) or which is when the document is taken alone
eited to blith the publication date of h itation or other R
specia) reason (as specified) o document of particular relevance; the claimed invenuon cannot be
considered to involve an inventive step when the document is
*0" document referring to an oral ducl ., use, exhibit or other combined with one or more other such documents, such combmation
means being obvious to e person skilled in the art
P docum.en_l publi:hed'prior to the international filing date but later than - document member of the same patent family
the priority date claimed
Date of the actual completion of the international search Date of mailing of the international search report
07 MAY 2000 13 JUNZOOU
Name and mailing address of the ISA/US Authorized officer , - = .
T = e B
Commissioner of P and Trademarks M 7z
Box PCT AM JAR
‘Washington, D.C. 20231 WILLI ] VIS
Facsimile No. - (703) 305-3230 Telephone No. (703) 308-1235

Form PCT/ISA/210 (second sheet) (July 1998)«
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PATENT COOPERATION TREAT

RECEIVED
From the INTERNATIONAL SEARCHING AUTHORITY )
JUN 1 9 2000
To: LISA A. HAILE PC'];
GRAY CARY WARE & FRIEDENRICH, LLP SRAYCARY/GT PATENT
4365 EXECUTIVE DRIVE, SUITE 1600
SAN DIEGO, CALIFORNIA 92121-2189 NOTIFICATION OF TRANSMITTAL OF

THE INTERNATIONAL SEARCH REPORT
OR THE DECLARATION

(PCT Rule 44.1)

Date of Mai

Garmonialyeer) - 18 JUN 2000

Applicant’s or agent's file reference
FOR FURTHER ACTION See paragraphs 1 and 4 below

UCSD1140WO
International application No. International filing date
(day/month/year)
PCT/US00/04663 23 FEBRUARY 2000
Applicant ’

THE REGENTS OF THE UNIVERSITY OF CALIFORNIA

1.| X] The applicant is hereby notified that the international search rt has been established and is transmitted herewith.
P y repo

Filing of amendments and statement under Article 19:
The applicant is entitled, if he so wishes, to amend the claims of the international application (sece Rule 46):

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the
international search report; however, for more details, see the notes on the accompanying sheet.

Where? Directly to the International Burcau of WIPO
34, chemin des Colombettes
1211 Geneva 20, Switzerland
Facsimile No.: (41-22) 740.14.35

For more detailed instructions, sce the notes on the accompanying sheet.

2. D The applicant is hereby notified that no international search report will be established and that the declaration under
Article 17(2)(a) to that effect is transmitted herewith.

3. D With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that:

D the protest together with the decision thereon has been transmitted to the International Burcau together with the
applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices.

D no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made.

4. Further action(s): The applicant is reminded of the following:

Shortly after 18 months from the priority date, the international application will be published by the International Bureau.
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the
priority claim, must reach the Intemational Bureau as provided in rules 90 bis 1 and 90 bis 3, respectively, before the
completion of the technical preparations for international publication. .

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later).

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the
priority date or could not be clected because they are not bound by Chapter II.

Name and mailing address of the ISA/US Authorized officer  ~ /.,,V/ ,
Commissioner of Patents and Trademarks S 7 ~ e

Box PCT WILLIAM JARVI
Washington, D.C. 20231
Facsimile No. (703) 305-3230 Telephone No.  (703) 308-1235

Form PCT/ISA/220 (July 1998)« (Sce notes on accompanying sheet)
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PATENT COOPERATION TREATY

PCT

INTERNATIONAL SEARCH REPORT

(PCT Article 18 and Rules 43 and 44)

Applicant’s or agent's file reference
UCSD1140WO

FOR FURTHER  see Notification of Transmittal of International Search Report
ACTION (Form PCT/ISA/220) as well as, where applicable, item 5 below.

International application No.
PCT/US00/04663

International filing date (day/month/year)
23 FEBRUARY 2000

(Earliest) Priority Date (day/month/year)
23 FEBRUARY 1999

Applicant

THE REGENTS OF THE UNIVERSITY OF CALIFORNIA

This international search report consists of a total of X sheets.
It is also accompanied by a copy of each prior art document cited in this report.

This international search report has been prepared by this International Searching Authority and is transmitted to the applicant
according to Article 18. A copy is being transmitted to the International Bureau.

1. Basis of the report

furnished.

Ooogaaot

>
g

ith regard to the title,

5. With regard to the abstract,

contained in the international application in written form.

furnished subsequently to this Authority in written form.

furnished subsequently to this Authority in computer readable form.

Certain claims were found unsearchable (See Box I).

Unity of invention is lacking (See Box II).

E] the text is approved as submitted by the applicant.
D the text has been established by this Authority to read as follows:

the text is approved as submitted by the applicant.

D the text has been established, according to Rule 38.2(b), by this Authority as it appears in
Box I11. The applicant may, within one month from the date of mailing of this international
search report, submit comments to this Authority.

6. The figure of the drawings to be published with the abstract is Figure No.

a. With regard to the language, the international search was carried out on the basis of the international application in the
language in which it was filed, unless otherwise indicated under this item.

the international search was carried out on the basis of a translation of the international application furnished to this
Authority (Rule 23.1(b)).

b. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the international search
was carried out on the basis of the sequence listing:

filed together with the international application in computer readable form.

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the
international application as filed has been furnished.

the statement that the information recorded in computer readable form is identical to the written sequence listing has been

D as suggested by the applicant.
D because the applicant failed to suggest a figure.

D because this figure better characterizes the invention.

D None of the figures.

Form PCT/ISA/210 (first sheet) (July 1998)
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INTERNATIONAL SEARCH REPORT

~

International application No.
PCT/US00/04663

A. CLASSIFICATION OF SUBJECT MATTER
IPC(7) :AG61K 31/70
US CL :514/50, 49

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

U.S. : 514/50, 49

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

STN(REGISTRY, CA, BIOSIS, MEDLINE, DRUGU, EMBASE)

search terms: 2',3',5'-triacetyluridine, mitochondrial disorders (including those of claims 7-18 and 27)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y US 5,691,320 A (VON BORSTEL et al) 25 November 1997, see| 1-27NO

columns 3-20 and the claims in particular.

Y Database Derwent Drug File on STN, Derwent Information Ltd., | 1-27

30 Meet., 134), 1994,

No. 1994-49868, SCHWARTZ, G. et al,
(TAU) as a rescue agent for 5-fluorouracil (SFU): phase I and
pharmacological study,’ abstract, Proc. Am. Soc. Clin. Oncol. (13,

‘Oral triacetyluridine

D Further documents are listed in the continuation of Box C.

See patent family annex.

Special categories of cited documents:

"A* document defining the gencral atate of the art which is not considered
to be of particular relevance

"E* carlier document published on or after the intemational filing date

°L® document which may throw doubts on pnon!y clnm(s) or which is
cited to blish the ion date of or other
specisal reason (as spemf ed)

0" document referring to an oral disclosure, use, exhibition or other
means

M document published prior to the international filing date but later than

the priority date claimed

»Te

Yy

e

later d ent published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

document of particular relevance; the claimed invention be
considered novel or cannot be considered to involve an inventive step
when the document is taken alone

document of particular relevance; the claimed invention be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the ant

document member of the same patent family

Date of the actual completion of the international search

07 MAY 2000

Date of mailing of the international search report

13 JUN2009

Name and mailing address of the ISA/US
Commissioner of Patents and Trademarks
Box PCT
Washington, D.C. 20231

Facsimile No.  (703) 305-3230

Ed

Authorized officer 9 %// /
’ B <~

WILLIAM JARVIS

Telephone No. (703) 308-1235

Form PCT/ISA/210 (second sheet) (July 1998)«
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NOTES TO FORM PCT/ISA/220

These Noxes are intended to give the basic instructions concerning the (iling of amencdments under Articie 19. The
Notes are based on the requirements of the Patent Cooperation Treaty snd of the Regulations and the Administrative
Instructions under that Treaty. In case of discrepancy between these Notes aad those irements, the latterare applicable
For more detailed information, see also the PCT Applicant’s Guide, & publication mm :

In these Notes, “Article”™, “Ruic”™ snd “Section™ refer to the provisioas of the PCT, the PCT Regulations and the PCT
Administrstive Instructions, respectively. .

INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19

'l‘heﬂbm bas, aficr baving received the interoational search report, coe 0 amend the claims
intemati spplication. n&muwmmm Wlppliaﬁu(dm
description and dnwings )u;l{benmdeddm'iu&emm there is usuall
00 noed to file smendments

examination
the caiens wnder Article 19 cxocpt where, ¢, applicaat wais he latie 1 be publizhed 4
fmumdMMwbmmhanﬂ%u before international publication.

i should be empbasized that provisional protection is svailable in some States oaly.

What parts of the international application may be amended ?
_The claims oaly.

gw«mmmﬁwmywyumwddmmwwwmw
peet ,

Whea ?. mzmmumawduwmmuummum
mwmmmm. It should be bowevez, that the amendments will be considered -
uhgzﬁbeuncdvdmmuqumw Intermational Buresu afier the expiration of the

‘M:usmmmumm«uwwuwwbm

'Whm-dbﬂktbem.dnnhf

The amendments may oaly be Gled with the Intemational Buresu and not with the receiving Office or the
Internationsl Searching Autbority (Rule 46.2). )

"Where & demand for intemational preliminary examination bas L sa/is Gled, sec below.

How ? Either ing cne or more catire claims, ing ooe clai ing the text of
maw%’ s by adding Of more new morby.mcndmg o

AWM“&WM(«Q&M“&MM@M&&W«
emendments, differs from the sheet originalty Gled.

All the cisims sppearing ca a replacement sheet must be oumbered in Arbic oumersls. Where s daim is
caocelled, 0o remumbering of the other clsims is required. In all cases where claiins sre reaumbered, they must
be reaumbered consecutively (Administrative Instructions, Section 205(b)).

What documents must/may sccompany the amesdmeats ?

Letter (Section 205(b)): )
The smendments must be submitted with a Jetter.
The letter will oot be published with the internations! application and the smended claims. It should oot be
confounded with the ~Statement under Article 19(1)” (sce below, under “Statement uader Article 19%(1)")-
The lctter must indicate the differences between the claims as filed and the claims as amended. It must, in
particular, indicate, in connection with cach claim sppearing in the international spplication (it being understood
that identical indicaticas conceming seversl claims may be grouped), whetber
(i) tbe clsim is unchanged;
(ii) thedsim is cancelled:
(iii) the claim is new;
(iv) tbe claim replaces onc or more claims as filed;
(v) tbe claim is the result of the division of a claim as filed.

AMasir o Cms DS TAC & PNt ehase) (Tl 10O
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NOTES TO FORM PCT/ISA/220 (continued)

The following examples {llustrate the masuer in which smendmeats must be explained fa the
sccompaunylag letter:

1. re onigimally there were 48 claims and sfter smendment of soce daims there are S1):
CQlaims 110 29, 31, 32, 34, 35, 37 w 48 replaced by amended clsims bearing the same numbers;
claims 30, 33 ead 36 unchanged; new daims 49 0 S1 added.”

2. {Wbcmoﬁgimllylbe:c were 15 claims snd after amcodment of ail claims there sre 11}:
Qlaims 1 (o 1S replsced by amended claims 1 10 11.~
3. [Whereoriginally there were ldchimmdlbeamcndmmtscomm&ancellingwmcd-imsnndin.dding
new claims |
“CQlsims 1 o 6 and 14 unchanged; clasims 7 o 13 aancelled; ancw claims 15, 16 and 17 added.” or
“Qlaims 7 w0 13 cancelied; ocw claims 15, 16 sod 17 sdded; sl other claims uwachanged.”
4. nﬁmaundsotlmdueinilsnlde]: 0 : »
1-10 unchanged; claims 1140 13, {8and 1 umelled;dnkm“.ﬂudl‘npheed amended
- cleim 14; claim 17 subdivided into emedded claims 15, 16 aad 17; new claims 20 s 35 sqh o

“Statement wader Article 19(1)” (Rake 46.9)

Mmehmmubytmmtexplmmwmum ing sny impact
an?meuﬁmhwmmmmmmW(Mmbelw&m
mmmentwmbewblkbedvim&eiﬁauﬁmhppﬂaﬁoimdlbewm
nemmwwwbebﬁecitméuummsmmiﬁn&dhhoﬂfmuium&glhh.-
n:hoddwhemutandedv&hlddoamw&elﬂa the Jifferences between the claims

filed and s amended. It be filed sheet and i
u. yby“ ado n;?a _on.nqnuu:”(o‘_ st WU@W:M

It should not contain any commeats oa the interastionsl search report or the relevence of citations
contained in that report. Re udnmmwadmwnmmhum“m
report may be made only in coanection with an amendment of that claim.

Ia what language ?

The amendments must be made in the language in which the international spplication is published. The ketter
sndan mluncnuoc:n:g.nyingthelmmdmummbeintbem gc as the intemationsl application
if that ge is English or French; otherwise, it must be in Eaglish or reach, at the choice of the applicant.

. Coasequence if & demand (orhumdo.nlpnu-hnrycnuhlﬂo.l-drudylnuﬂhd?

[Lulhclimeo(ﬁﬁqgmycmmdmsunda&ﬁdcm,ldqmndfainmw imi cxaminatioan

hedmdybcenmbmincd.melppliammpmtmbly.u&emdmcoﬂmn‘ smendments with the
lntemntiounlbmu,nbomelmpydc@cmﬁmmehmmﬁmqu&aminhg
Authority (soc Rule 62.2(s), first sentence).

Coasequence with regard to translation of the lnteruatioasl application for entry into the natioaal phase ?

“ctpplicnnt‘llumﬁonisdn‘mwlbeflalhn,vbcuuponm ialo the national phase, & ranslation of the
claims a3 amended under Article 19 may bave 0 be fumished o designated/elected Offices, instesd of, or
ia sdditioa 1o, the translation of the claims as (iled.

For further dctails oa the requirements of esch designated/etected Office, see Volume [T of the PCT Applicant's
Guide.

Notes w Form PCTASA/220 (socond sbeet) (July 1992)
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